Prognostic False-Positivity and Cost-Effectiveness in Sentinel Node Biopsy in Melanoma TO 
THE EDITORS:
The calculations made by Morton et al. 1 about the costeffectiveness of sentinel node biopsy (SNB), published in a recent issue of this Journal, depend entirely on the accuracy of the claimed 20% survival difference between two groups of patients having immediate (122/764) versus delayed lymphadenectomy (78/500) as reported in the third interim analysis of MSLT-1 2 (72.3 ± 4.6% versus 52.4 ± 5.9%).
This raises two concerns: first, that the survival difference is derived from a comparison of two postrandomization, selected subgroups of patients and is therefore subject to bias and other inaccuracies, and second, that the authors of MSLT-1 assume without proof that all positive sentinel nodes (SN) if not removed will inevitably progress to palpable nodal recurrence.
Morton et al. have failed to include the 26 false-negative patients in the biopsy arm who progressed to palpable nodal recurrence and had delayed lymphadenectomy. These patients were probably SN-positive but this was not identified by the SNB procedure. Therefore, 15.6% (78/ 500) of patients developed nodal recurrence as site of first recurrence in the observation arm versus 19.4% ([122 ? 26]/764) in the biopsy arm. In the absence of any difference in overall survival from the point of randomization in MSLT-1, one would expect the incidence of nodal recurrence in both arms of the trial to be similar. Therefore, it is likely that a proportion of the 122 patients who were SNpositive were prognostically false-positive. 3 Other authors have suggested that some tiny deposits of melanoma in the sentinel node have no adverse prognostic significance and should be considered negative. 4 Currently, the protagonists of the SNB procedure are reluctant to consider the possibility of prognostic falsepositivity. However, in a recent article from the same unit and by the same senior author the following sentence appears: ''Based on the evidence that is available at present, it is not clear whether all melanoma metastases, including very small tumour deposits within the subcapsular sinus of the SNs, are clinically relevant.'' 5 That statement is likely to be correct because a 20% survival advantage in a subgroup of this magnitude would almost certainly reflect at least as a trend toward an overall survival advantage from the point of randomization, which we know not to be the case.
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